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100.0% PROCESSED 
SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 
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=> s 11 sss full 

FULL SEARCH INITIATED 15:27:57 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 130 TO ITERATE 

100.0% PROCESSED 130 ITERATIONS 

SEARCH TIME: 00.00.01 
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held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 9 May 2003 VOL 138 ISS 20 
FILE LAST UPDATED: 8 May 2 003 (20030 5 0 8 /ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
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L4 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2 003 ACS 
ACCESSION NUMBER: 2003:62847 CAPLUS 

DOCUMENT NUMBER: 138:248103 

TITLE: Mechanism of Ascididemin- Induced Cytotoxicity 

AUTHOR (S): Matsumoto, Sandra S.; Biggs, Jason; Copp, Brent R. ; 

Holden, Joseph A.; Barrows, Louis R. 
CORPORATE SOURCE: Department of Pharmacology and Toxicology, University 

of Utah, Salt Lake City, UT, 84112, USA 
SOURCE: Chemical Research in Toxicology (2003), 16(2), 113-122 

CODEN: CRTOEC; ISSN: 0893- 22 8X 
PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Some marine animals are rich sources of unique polycyclic arom. alkaloids 
that are cytotoxic against tumor cell lines and effective in mouse tumor 
xenograft models. Ascididemin is a pyridoacridine alkaloid originally 
derived from. a Didemnum sp. tunicate. It has potent cytotoxicity against 
tumor cells in vitro and in vivo. Preclin. screening at NCI revealed the 
antineoplastic activities of ascididemin and a synthetic analog. 
Ascididemin has been reported to inhibit topoisomerase II and induce 
topoisomerase II-mediated DNA cleavage. This study, however, focuses on 
the unique ability of ascididemin and two synthetic analogs to cleave DNA 
in the absence of topoisomerase I or II. An in vitro assay revealed their 
concn. -dependent ability to cleave DNA and identified dithiothreitol as 
the sole requirement for maximal activity. On the basis of shared 
structural features of the three analogs, a double N-bay region and 
iminoquinone heterocyclic ring, two possible mechanisms of action were 
hypothesized: (1) generation of reactive oxygen species facilitated by 
metal binding to the common phenanthroline bay region, and (2) prodn. of 
reactive oxygen species by direct redn. of the iminoquinone moiety. 
Exptl . results supported direct iminoquinone redn. and ROS generation as 
the mechanism of ascididemin cytotoxicity. Antioxidants protected against 
DNA cleavage in vitro and protected cultured Chinese hamster ovary cells 
from toxicity. Addnl . , it was shown that cells deficient in the ability to 
repair reactive oxygen species damage to their DNA were more susceptible 
to ascididemin and analogs than repair competent cells. 

Ascididemin-treated cells were also shown to induce oxygen-stress related 
' proteins, further implicating the prodn. of reactive oxygen species as the 
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mechanism of cytotoxicity for these mols. 

IT 266306-75-6, BC 109-1 

RL: DMA (Drug mechanism of action); PAC {Pharmacological activity); THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 
(mechanism of ascididemin- induced cytotoxicity) 

RN 266306-75-6 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 10] phenanthrolin-7-one (9CI) (CA INDEX NAME) 
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RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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SOURCE : 

DOCUMENT TYPE: 
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2001:137218 CAPLUS 
134:193607 

Preparation of phenanthrolin-7-one derivatives and 
their therapeutic uses as antitumoral medicines 
Delfourne, Evelyne; Darro, Francis; Bastide, Jean; 
Kiss, Robert; Frydman, Armand 
Laboratoire L. Lafon, Fr. 
PCT Int . Appl . , 54 pp . 
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Patent 
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MK, CY, AL 

NO 2002-669 20020211 

FR 1999-10493 A 19990813 

WO 2000-FR2313 W 20000811 
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OTHER SOURCE-(S) : CASREACT 134:193607; MARPAT 134:193607 

GI 




AB The invention concerns a pharmaceutical compn. comprising an efficient 
amt. of a compd. selected among the compds. I [Rl, R2, R3, R4 , R5 - H, 
halogen, Cl-6-alkyl, OH, CHO, OR8, C02H, CN, C02R8, C0NHR8 , CONR8R9, NH2 , 
NHR8, N(R8)2, NHCH2CH2NMe2 , NHCH2CH2C1, NHCOR8 , morpholino, N02 , S03H, 
CH2N(C02R8) CH2C02R9, CH2N (C02R8) CH2Ar ; R6 = H, halogen, Cl-6-alkyl, 
(CH2)nR10, ; R7 = H, Cl-6-alkyl, Ph-Cl-4 -alkyl , NR15R16; R8 , R9 = 
Cl-6-alkyl, Ph-Cl-4 -alkyl ; RIO = halogen, OH, Cl-6-alkoxy, 
OC( :0) -Cl-6-alkyl, CN, C02Et, COR11; Rll = Ph-Cl-4 -alkyl , NR12R13; R12 , 
R13 = H, Cl-6-alkyl, Ph-Cl-4-alkyl, (CH2)nR14; R14 = halogen, Cl-6-alkoxy, 
NMe2 ; R15, R16 = H, Cl-6-alkyl, Ph-Cl-4 -alkyl , (CH2)nR17; R17 = H, 
halogen, OH, Cl-6-alkoxy; Ar = C6-14-aryl; n = 1 - 6] and II or their 
pharmaceutical^ acceptable salts. Thus, I [Rl = R2 = R3 = R4 = R5 = R6 = 
R7 = H (CRL8293)] and II [Rl = R2 = R3 = R4 = R5 = R6 = R7 = H (CRL8294)] 
were prepd. from quinoline-5 , 8-dione via Diels-Alder with crotonaldehyde 
dimethylhydrazone followed by cyclocondensation of the resulting quinone 
III with Me2NCMe (OEt) 2 . I (Rl = R2 = R3 = R4 = R5 = R6 = R7 = H) and II 
(Rl - R2 = R3 = R4 = R5 = R6 = R7 = H) have interesting cytotoxic 
properties [DMT = 10 mg/Kg (DMT = max. tolerable dose) ; -33% and -36%, 
resp. tumor surface diminution {murin mammary carcinoma (MXT-HI)}; -45% 
and -64% , resp. tumor surface diminution [{murin mammary adenocarcinoma 
(MXT-HS)}]; and, for II, T/C = 136% (lymphoma L1210) ] leading to a 
therapeutic use as antitumoral medicines. 

IT 266306-75-6P, CRL 8293 327039 -42 - 9P, CRL 8831 
327184-23-6P, CRL 8363 327184 -24 -7P, CRL 8396 
327184-25-8P, CRL 8400 327184-26 -9P, CRL 8803 
327184-27-0P 327184-28-1P 327184 -29 -2P , CRL 
8811 327184-30-5P 327184 -31- 6P , 3- (Acetoxymethyl ) -9- 
methoxy-7H-pyrido [4, 3,2-de] [1 , 7] phenanthrolin-7-one 327184-32-7P 
, CRL 8800 327184-34-9P, CRL 8802 327184-36 -IP , CRL 
8804 327184-38-3P 327184-40-7P, CRL 8809 
327184-42-9P, CRL 8812 327184 -44 -IP, CRL 8813 
327184-46-3P, CRL 88106 327184-48-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(prepn. of phenanthrolin-7-one derivs . and their therapeutic uses as 
antitumoral medicines) 
RN 266306-75-6 CAPLUS 

CN 7H-Pyrido [4, 3, 2-de] [1, 10] phenanthrolin-7 -one (9CI) (CA INDEX NAME) 
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0 



RN 327039-42-9 CAPLUS 

CN 7H-Pyrido [4,3,2-de] [1, 10] phenanthrolin-7-one, 2- (2 -chloroethyl) - (9CI) 
(CA INDEX NAME) 



CH 2 — CH2CI 




RN 327184-23-6 CAPLUS 

CN 7H-Pyrido [4,3,2-de] [1 , 10] phenanthrolin-7 -one , 8-methoxy- 
NAME) 



(9CI) {CA INDEX 




RN 327184-24-7 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 10] phenanthrolin-7 -one, 8-chloro- (9CI) {CA INDEX 
NAME) 
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RN 327184-25-8 CAPLUS 

CN 7H-Pyrido{4, 3,2-de] [1, 10] phenanthrolin-7 -one , 4-methoxy- (9CI) (CA INDEX 
NAME) 




O 



RN 327184-26-9 CAPLUS 

CN 7H-Pyrido [4, 3,2-de] [1, 10] phenanthrolin-7 -one, 4 , 8-dimethoxy- (9CI) (CA 
INDEX NAME) 




OMe 0 



RN 327184-27-0 CAPLUS 

CN 7H-Pyrido [4, 3,2-de] [1 , 10] phenanthrolin-7 -one , 4 , 10-dimethoxy- <9CI) (CA 
INDEX NAME) 




O 



RN 327184-28-1 CAPLUS 

CN 7H-Pyrido [4, 3, 2-de] [1, 10] phenanthrolin-7 -one , 10-methoxy- (9CI) (CA INDEX 
NAME) 




O 
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RN 327184-29-2 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 10] phenanthrolin-7 -one, 8 , 10 -dimethoxy- (9CI) (CA 
INDEX NAME) 




OMe O 



RN 327184-30-5 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1 , 10] phenanthrolin-7 -one , 3- [ (acetyloxy) methyl] - (9CI) 
(CA INDEX NAME) 




O 



RN 327184-31-6 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 10] phenanthrolin-7 -one, 3- [ (acetyloxy) methyl] -9- 
methoxy- (9CI) (CA INDEX NAME) 



MeO 




CH2 — OAc 



O 



RN 327184-32-7 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 10] phenanthrolin-7 -one, 8- (dimethylamino) - (9CI) 
(CA INDEX NAME) 
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Me2N O 



RN 327184-34-9 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 10] phenanthrolin-7-one , 8-hydroxy- (9CI) (CA INDEX 
NAME) 




OH O 



RN 327184-36-1 CAPLUS 

CN 7H-Pyrido [4, 3 , 2-de] [1 , 10] phenanthrolin-7-one , 8- (dimethylamino) -4-methoxy- 
(9CI) (CA INDEX NAME) 




Me2N O 



RN 327184-38-3 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 10] phenanthroline-9-carboxylic acid, 7-oxo-, ethyl 
ester <9CI) (CA INDEX NAME) 



EtO- 




RN 327184-40-7 CAPLUS 

CN 7H-Pyrido[4 / 3,2-de] [1, 10] phenanthroline-7, 10 (11H) -dione (9CI) (CA INDEX 
NAME) 
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0 



EN 327184-42-9 CAPLUS 

CN 7H-Pyrido [4, 3, 2-de] [1 , 10] phenanthrolin-7-one, lO-chloro-8- (dimethylamino) - 
(9CI) (CA INDEX NAME) 




Me2N 0 



RN 327184-44-1 CAPLUS 

CN 7H-Pyrido[4, 3, 2-de] [1, 10] phenanthrolin-7-one, 4-hydroxy-, dihydriodide 
(9CI) (CA INDEX NAME) 




0 



#2 HI 



RN 327184-46-3 CAPLUS 

CN 7H-Pyrido [4, 3, 2-de] [1 , 10] phenanthrolin-7-one, 4-chloro- (9CI) (CA INDEX 
NAME) 




0 
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0 



RN 327184-48-5 CAPLUS 

CN 7H-Pyrido [4,3,2-de] [1, 10] phenanthrolin-7 -one , 4 - (dimethyl ami no) - (9CI) 
(CA INDEX NAME) 




O 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



IT 



RN 
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CAPLUS COPYRIGHT 2 0 03 ACS 

2000:177139 CAPLUS ^ 
132:303121 

Mechanism of action studies of cytotoxic marine 
alkaloids: ascididemin exhibits thiol -dependent 
oxidative DNA cleavage 

Matsumoto, Sandra S . ; Sidford, MathewH.; Holden, 
Joseph A.; Barrows, Louis R.; Copp, Brent R. 
Departments of Pharmacology and Toxicology, University 
of Utah, Salt Lake City, UT, 84112, USA 
Tetrahedron Letters (20.0.0.).. / _ 41 (10) , 1 667-1670 
CODEN: TELEAY; ISSN: 0040-4039 
Elsevier Science Ltd. 
Journal 
English 

The cytotoxic marine alkaloid ascididemin has been shown to be a 
thiol -dependent DNA cleaving agent. Previous mechanisms of action studies 
have concluded that DNA and/or the DNA processing enzyme topoisomerase II 
were the cellular targets for the alkaloid - this is the first direct 
evidence that a pyridoacridone alkaloid can cause DNA cleavage under 
physiol. conditions. 
266306-75-6P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(cytotoxic ascididemin exhibits thiol -dependent oxidative DNA cleavage) 
266306-75-6 CAPLUS 

7H-Pyrido[4,3,2-de] [1 , 10] phenanthrolin-7 -one (9CI) (CA INDEX NAME) 



AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
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REFERENCE COUNT: 



THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> log y 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 14.03 162.39 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -1.95 -1.95 
STN INTERNATIONAL LOGOFF AT 15:28:23 ON 09 MAY 2 003 



Habte 



5/9/2003 



